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AMENDED CLAIMS 
[received by the International Bureau on 08 August 2005 (08.08.05); 
origmal claims 1-36 replaced by amended claims 1-37 (15 pages)] 

1. Auseof a compound of formula I, 



R1 



R3 



R2 



wherein 



the squiggly bonds represent optional EorZ geometry; 

and independently represent an aryl group or a heteroaryl group, both 
of which groups are optionally substituted by one or more substituents 
selected jfrom: 

X\ Ci^ alkyl, an aryl group and a heterocyclic group:- 

(A) which Ci^ alkyl group is itself optionally substituted by one or more Z 
substituents; and 

(B) which Ci^ alkyl, aiyl and heterocg^clic groups may themselves be 
substituted by one or more substituents selected from X\ Ci^ alkyl (which 
latter group may be further substituted by one or more substituents selected 
from Ci^ alkyl, an aryl group, a heterocyclic group and Z), an aryl 
group and a heterocyclic group (and which latter two groups may be ftnther 
substituted by one or more substituents selected from X\ Ci^ alkyl, an aryl 
group and a heterocyclic group), in which:- 

represents, on each occasion when used above, halo, cyano, -N3, -NO2, 
-ONO2 or -A^-R^ wherein: 
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represents a spacer group selected from -C(Z)A^-, -N(R^)A^-, -OA"*-, -S- 
or -S(0)nA^-, in which: 

A^ represents a single bond, -0-, -N(R^)A^- or -C(Z)-; 

A' represents A^, -C(Z)N(R^)C(Z)N(R^>, -C(Z)N(R')C(Z)0-, 

.C(Z)N(R')S(0)„N(RV. -C(Z)S-, -S(0)n-, -S(0)nN(R')C(Z)N(R')., 

.S(OyNF(R^)C(Z)0- or -S(0)„N(R^)S(0)nN(R^)s 

A^ represents A^ or -S(0)n-; 

A^ represents a single bond, -N(R^> or -0-; 

A^ represmts, on each occasion when used above, a single bond, -C(Z)-, 
-C(Z)0-, .C(Z)N(RV. -S(0)nN(RV or -S(0)nOs and 

Z represents, on each occasion when used above, a substituent connected by 
a double bond, which is selected from =0, =S, =]SIR^ =NN(R^)(R^), 
=NOR^ =NS(0)2N(R^)(R^ =NCN, =C(H)N02 and =CCR^)(R^); 

and independently represent, on each occasion when used above, 

(a) hydrogen; 

(b) Ci^ alkyl, optionally substituted by one or more substituents selected 
from X^, Ci^ alkyl (optionally substituted by one or more 
substituents selected from X^, Ci^ alkyl, an aryl group, a 

. heterocyclic groxq) and Q), an aryl group and a heterocyclic group 
(which latter two groups are optionally substituted by one or more 
substituCTts selected from X^, Ci^ alkyl, an aryl group and a 
heterocyclic group); or 

(c) an aiyl group or a heterocyclic group, both of which are optionally 
substituted by one or more substituents selected from X^, Ci^g alkyl 
(optionally substituted by one or more substituents selected from X , 
Ci^ alkyl, an aiyl group, a heterocyclic group and Q), an aryl group 
and a heterocyclic group (which latter two groups are optionally 
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substituted by one or more substituents selected firom X^, Ci^ alkyl, 
an aiyl group and a heterocyclic group); or 
and may, when present on the same atom or on adjacent atoms, taken 
together with those atoms form a 5- to 8-membered ring optionally 
5 containing 1 to 3 heteroatoms and/or 1 to 3 double bonds, which ring is 
itself optionally substituted by one or more substituents selected from 
Ci^ alkyl, an aryl group, a heterocyclic group (which latter three groiq>s are 
optionally substituted as described in (b) and (c) above, respectively) and, 
provided that the ring that R^ andR^may together be part of is not aromatic 
10 in character, Q; 

represents, on each oc:casion when used above, halo, cyano, -N3, -NO2, 
-ONO2 or -A^-R'', whereki: 

represents a spacer groxip selected from -C(Q)A^-, -N(R^)A^-, 
15 -OA^^-, -S- or -S(0)^"-, m which: 

. A*^ represents a single bond, -0-, -S-, -N(R*^)- or -C(Q)s 
A^ represents A^^ -C(Q)N(R^)C(Q)N(RV, -C(Q)N(R^)C(Q)0-, 
-C(Q)NCR')S(0)nN(R'K -C(Q)S-, -S(0)n-, -S(0)nN(R^)C(Q)NCR«)-, 
.S(0)nN(R')C(Q)0- or-S(0)^(R*^)S(0)JSr(R')S 
20 A^^ represents A^^ or -S(0)n-; 

A^^ represents a single bond, -N(RV or -0-; 

A^^ represents, on each occasion when iised above, a siagle bond, -C(Q)-, 
-C(Q)0-, -C(Q)N(RV. -S(0)J^(R^)- or -8(0)^0-; 

25 Q represents, on each occasion ^en used above^ a substituent connected by 
a double bond, which is selected from =0, =S, ="1^, =NN(R'^)(R^), 
=NOR^, -NS(0)2N(R^)(R^), -NCN, -C(H)N02 and =C(R^)(R^); 

R^ and R^ independentiy represent, on each occasion when used herein, 
30 (i) hydrogen; 
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(ii) an aryl group or a heterocyclic group, both of which may be 
substituted by one or more substituents selected from X^, 
Ci^ alkyl, an aryl group and a heterocyclic group (and which latter three 
groups are themselves optionally substituted by one or more substituents 

5 selected from halo, hydroxys, -R^, -OR^ and, provided that the group is 
not aromatic in nature, =0); or 

(iii) Ci.8 alkyl, optionally substituted by one or more substituents 
selected from and W; or 

R^ and R^ may, when present on the same atom or on adjacent atoms, taken 
10 together with those atoms form a 5- to 8-membered ring optionally 
containing 1 to 3 heteroatoms and/or 1 to 3 double bonds, which ring is 
itself optionally substituted by one or more substituents selected from X^, 
Ci^ alkyl, an aiyl group, a heterocyclic group and, provided that the ring 
that R^ and R^ may together be part of is not aromatic in character, W; 

15 

X^ represents, on each occasion when used above, halo, cyano, -N3, -NO2, 
-ONO2 or -A^^-R^^ whereui: 

A^^ represents a spacer group selected from -C(W)A^\ -N(R^^)A^^-, 

-OA^^-, -S- or .S(0)nA^^-, in whdch: 
20 A^"^ represents a single bond, -0-, -S-, -N(R^^)- or -C(W)-; 

A'^ represents A'\ -C(W)]Sr(R'')C(W)N(R">, -C(W)N(R")C(W)0-, 

.C(W)N(R'')S(0)nN(R''>, -CCW)S-, -S(0)n-, -S(0)nN(R")C(W)N(R'^)-, 

-S(0)„N(R'')C(W)0. or -S(0)n]Sr(R'')S(0)^N(R'')-; 

A^^ represents A^^ or -S(OV; 
25 A^"^ represents a single bond, -NCR^^)- or -0-; 

A^* represents, on each occasion when used above, a single bond, -C(W)-, 

-C(W)0-, -C(W)N(R^^>, -S(P)nN(R^^)- or -S(0)„Os 

R^ represents, on each occasion when used above, Ci-e alkyl optionally 
30 substituted by one or more fluoro atoms; 
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W re^nresents, on each occasion when used above, a substituent connected 
by a double bond, which is selected from =0, =S, =NR^*', =NN(R^°)(R"), 
=NOR^°, =NS(0)2N(Ri°)(R"), =NCN, =C(H)N02 and =C(R^°)(R"); 

5 

R'° and independently represent, on each occasion when used above: 

(1) hydrogen; 

(2) an aiyl groitp or a heterocyclic group, both of ^ch may be 
substituted by one or more substituents selected from X*, 

10 Ci^ alkyL, meffaylenedioxy, difluoromefhylenedioxy and 

dimethylmethylenedioxy; or 

(3) Cj^ alkyl, optionally substituted by one or more substitoents selected 
from X\ =0, =S, =NR.^^ =NN(R'2)(R"), =NOR^^ 
=NS(0)2N(R'^)(R^3), =NCN, =C(H)N02 andK:(R^^)(Ri3); or 

15 R'° and R" may, when present on the same atom or on adjacent atoms, 
taken together with those atoms form a 5- to 8-membered ring optionally 
containing 1 to 3 heteroatoms and/or 1 to 3 double bonds, which ring is 
itself optionally substituted by one or more substituents selected from 
and, provided that the ring that R^° and R^^ may together be part of is not 

20 aromatic in character, =0, =S, =NR^^ =NN(R^^)OR.^^), =NOR'^ 
=NS(0)2N(R^2)CR'^), =NCN, =C(H)N02 and =C(R^^)(R"); 

X* represents, on each occasion when used above, halo, cyaho, -N3, -NO2, 

-ONO2 or -A"-R", wherein: 
25 A^' represents a spacer group selected from -C(0)A^-, -N(R")A^^-, 

-OA^-, -S- or -S(0)aA2^-, in which: 

A^° represents a single bond, -0-, -S-, -N(R")- or -C(0)-; 

A^' represents -C(0)N(R")C(0)N(R")-, -C(0)N(R'^)C(0)0-., 

-C(0)N(R»)S(0)„N(R")-, -C(0)S-, -S(0)„-, -S(0)„N(R^3)C(0)N(R^^)-, ^ 
30 -S(0)„N(R'^)C(0)0- or -S(0)nN(R'^)S(0)„N(R''.)S 
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represents A^^ or -S(0)n-; 
A'^^ represents a single bond, -N(R^^)- or -0-; 

A^"^ represents, on each occasion when used above, a single bond, -C(0)-, 
-C(0)0-, -C(0)N(R'')-, -S(0)nN(R^^> or -S(0)nOs 

5 • 

R^^ and R^^ independently represent, on each occasion when used above: 

(A) hydrogen; or 

(B) Ci^ alkyl, optionally substituted by one or more substituents selected 
from halo, -N(R^^)R^^ -OR^^ and =0; 

10 

n represents, on each occasion when used above, 1 or 2; 

R^ and R* independently represrat H or Ci^ alkyl optionally substituted by 
one or more substituents selected from halo, Ci^ aUcyl, cyano, -NO2, 
15 -ONO2, -N(R^^)R^^, -OR^^ =0, aiyl and heteroaryl; and 

R^"^ and R^^. independently represent, on each occasion when used above, H 
or Cm alkyl, 

20 or a pharmaceutically acceptable salt thereof^ 

for the manufecture of a medicament for the treatment of a disease in which 
inhibition, of the activity of a lipoxygenase, and particularly 15- 
lipoxygenase, is desired and/or required. 

25 

2. A use as claimed in Claim 1, wherein R^ represents a phenyl group 
or a heteroaryl group, both of which are optionally substituted by one or 
more substituents selected from X\ aiyl and Ci^ alkyl, which alkyl group is 
optionally substituted by one or more groups selected from 

30 
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3. A use as claimed in Claim 1 or Claim 2, wherein represents a 
phenyl group or a heteroaiyl group, both of whidi are optionally substituted 
by one or more substituents selected from X\ a heterocyclic group and C1.3 
alkyl, which alkyl group is optionally substituted by 

5 

4. A use as claimed hi any one of the preceding claims, wherein 
represents halo, -NO2, -A^-R^ or cyano. 

5. A use as claimed in any one of the preceding claims, wherein A^ 
10 represents -N(R^A^-, -OA^- or -S(0)nA^-. 

6. A use as claimed in any one of the preceding claims, wherein A^ 
represents a single bond, -O- or -N(R^)A^-. 

15 7. A use as claimed in any one of the preceding claims, wherein A^ 
represents A^ or -S(0)n-. 

8. A use as claimed in any one of the preceding claims, wherein A^ 
represents A^. 

20 

9. A use as claimed in any one of the preceding claims, wherein A^ 
represents -N(R^)-. 

10. A use as claimed in any one of the preceding claims, wherem A^ 
25 represents a single bond 

11. A use as claimed in any one of the preceding claims, wherein n 
represents 2. 
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12. A use as claimed in any one of the preceding claims, wherein 
represents H, C3.3 aUcjd or phenyl. 

13. A use as claimed in any one of the preceding claims, wherein 
represents H or C1.3 alkyL 

14. A use as claimed in any one of the preceding claims, wherein R^ 
represents H or C1.3 alkyl. 

15. A use as claimed in any one of the preceding claims, wherein R"* 
represents H or C1.3 alkyl, which alkyl group is optionally substituted by 
one or more substitueots selected from phenyl and -OR^^. 

16. A use as claimed in any one of the preceding claims, wherein R^^ 
represents Cu2 alkyL 

17. A use as claimed in any one of the preceding claims, wherein R^ 
and/or R^ represent an optionally substituted psnrrolidrnyl, piperidinyl, 
oxindolyl, phenyl naphthyl, pyrrolyl, fiiranyl, thienyl, pyrazolyl, 
imidazolyl, oxazolyl, isoxazolyl, thiazolyl, pyridyl, indolyl, indolinyl, 
isoindolinyl, quinolinyl, 1,2,3 ,4-tetrahydroquinolinyl, isoquinolinyl, 1,2,3,4- 
tetrahydroisoquinoUnyl, quinolizinyl, benzofuranyl, isobenzofuranyl, 
chromanyl, benzothienyl, pyridazdnyl, pyrimidinyl, pyrazinyl, indazolyl, 
benzimidazolyL, quinazolinyl, quinoxalinyl, 1,3-benzodioxolyl, 
benzodioxanyl, tetrazoiyl, benzothiazolyl and/or indazolyl group. 

18. A use as claimed in Claim 17, wherein R^ and/or R^ represent an 
optionally substituted pyrrolidinyl, piperidinyl, oxindolyl, phenyl, naphfliyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl^ oxazolyl, isoxazolyl, 
thiazolyl, pyridyl, indolyl, indolinyl, isoindolinyl, quinolinyl, 1,2,3,4- 
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tetrahydbroqiimolinyl, isoquinolinyl, 1,2,3,4-tetrahydroisoquinolinyl, 
quinplizinyl, benzofiiranyl, isobenzofuranyU chromanyl, bmzothienyl, 
pyridazinyl, pyriinidinyl, p5n:azinyl, indazolyl, benzimidazolyl, 
quinazolinyl, quinoxalinyl, 1,3-benzodioxolyl and/or benzodioxanyl group. 

5 

19. A use as claimed in Claim 17 or Claim 18, wherein the optional 
substituents are selected from halo, -NOo, cyano, Cj^ alkyl (which alkyl 
group may be linear, branched, cyclic, part-cyclic, unsaturated and/or 
optionally substituted with one or more fluoro group), phenyl, pyrrolidinyl, 

10 piperidinyl, piperazinyL, tetrahydrofiiranyl, tetrahydrop3aranyl, morpholinyl, 
-OR^^ -N(R^^)R^^ -C(0)R^^ -C(0)OR^^ "C(0)N(R^^)R^^ -S(p)Ji^\ 
-S(0)2N(R^^)R^^ and/or -N(R^^)S(0)2R^°, wherein R^^ and R^^ 
independently represent H, phenyl or Ci^ alkyl, R^^ represents C^ alkyl 
and m represents 0, 1 or 2. 

15 

20. A use as claimed in Claim 19, wherein the substituents are selected 
from fluoro, chloro, bromo, cyano, hydroxy!, amino, -NO25 Ci^ alkyl, Ci^ 
alkoxy, phenyl, phenoxy, trifluoromethyl, -N(H)S02CH3, -S02>JH2, 
-S02N(CH3)2, -S02N(H)CH3, -N(CH3)2 and morphoinyL 

20 

21. A use as claimed in Claim 20, wherein the substituents are selected 
from fluoro, chloro, bromo, cyano, hydroxyl, amino, -NO2, Ci^ alkyl. Cm 
alkoxy, phenyl, phenoxy, trifluoromethyl, -N(H)S02CH3, -SO2NH2 and 

-S02N(CH3)2. 

25 

22. A use as claimed in any one of the preceding claims, wherein R^ 
represents thienyl; pyrazolyl, which pyrazolyl group is substituted by one or 
more methyl groups or is unsubstituted; pyridyl, which pyridyl group is 
substituted by one or more substituents selected from bromo, chloro, methyl 

30 and hydroxyl or is unsubstituted; or phenyl, which phenyl group is 



AMENDED SHEET (ARTICLE 19) 



I 

' wo 2005/084656 



108 



PCT/GB2005/000780 



optionall}^ substituted by one or more substituents selected jBrom methyl, t- 
butyl, methoxy, fluoro, chloro, bromo, trifluoromethyL, phenyl, hydroxyl, 
amino, -NO,, -SO2NH2, -S02N(CH3)2, •S02N(H)CH3 and -N(CH3)2. 

5 23. A use as claimed in Claim 22, wherein represents thienyl; 
imsubstituted pyrazolyl; unsubstituted pyridyl; or phenyl optionally 
substituted by one or more substituents selected from methyl, f-butyl, 
methoxy, fluoro, chloro, bromo, trifluoromethyl, phenyl, hydroxyl, amino, 
-NO2, -SO2NH2 and -S02N(CH3)2. 

10 

24. A use as claimed in any one of the preceding claims, wherein 
represents 2-pyridyl, 4-pyridyl, 2-quinoxalinyl, or phenyl, which phenyl 
group is optionally substituted by one or more substituents selected from 
methyl, phenoxy, -N(H)S02CH3, methoxy, fluoro, chloro, bromo, 

15 trifluoromethyl, hydroxyl, -NO2, -SO2MH2, -S02N(CH3)2, cyano, 
morpholinyl, -N(CH3)2 and ethyl. 

25. A use as claimed in Claim 24, wherein represents 2-pyridyl or 
phenyl, which phenyl group is optionally substituted by one or more 

20 substituents selected from methyl, phenoxy, -N(H)S02CH3, methoxy, 
fluoro, chloro, bromo, trifluorometiiyl, hydroxyl, -NO2, -SO2NH2 and 

-S02N(CH3)2. 

26. A compound of formula I as defined m any one of Claims 1 to 25, or 
25 a phannaceutically acceptable salt thereof, for use as a pharmaceutical, 

provided that, when R"^ represents H and: 
(A) R^ represents H and: 

(I) R^ represents phenyl, then R^ does not represent 2-fijranyl, 4- 
pyridyl, 3-(5-methylisooxazolyl), phenyl, or 3-nitro-, 2- 
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hydroxy-, 2-hydroxy-3-metiiyl-, 4-(phenyltiiio)-, 2-hydroxy-5- 

methyl- or 4-hydroxyphen34; 
(n) represents 4-clilorophenyl, then does not represent 2- 

furanyl, 4-pyridyl, phenyl, or 2-hydroxy-5-methyl-, 4- 

hydroxy-, 2-hydroxy-3-methyl- or 2-hydroxyphenyl; 
(m) R^ represents 4-methylphenyl, then R^ does not represent 4- 

pyridyl, phenyl, or S-nitro-, 2-hydroxy-5-methyl-, 4-hydroxy-, 

2-hydroxy- or 4-(phenylthio)phenyl; or 
(IV) R^ represents 2-fiiranyl or 2-benzofuranyl, then R^ does not 

represOTt 4-pyridyl or 3-(5-methylisooxa2olyl); and 
(B) R^ represents methyl and: 

(1) R^ represents phenyl, then R^ does not represent iV-(4- 
bromophenyl)-2-amino-, iV-(2-methox5^henyl)-2-aniino-, 
(2-ethoxyphenyl)-2-aniino-, 7V-(3-chlorophenyI)-2-amino-, 
(4-methylphenyl)-2-aTnino-, JV-(3-methylphenyl)-2-aniino-, JV- 
(2-methylphenyl)-2-amino- or JV-(phenyl)-2-aminophenyl; or 

(2) R^ represents 4-chlorophenyl, then R^ does not represent 4- 
pyridyl, phenyl, or 3-nitro-, 2-hydroxy- 5-methyl-, 4-hydroxy-, 
2-hydroxy- or 2-hydroxy-3-methylphenyl. 

27. A compound as claimed in Claim 26, with the additional provisos 
that, when R"* represents H, R^ represents H and R^ represents phenyl or 4- 
methylphenyl, then R^ does not represent 4-(thienyl)phenyl. 

28. A pharmaceutical formulation including a compound as defined in 
Claim 26 or Claim 27, or a phamiaceutically acceptable salt thereof, in 
admixture with a pharmaceutically acceptable adjuvant, diluent or carrier. 
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29. A compound as defined in Claim 26 or Claim 27, or a 
phannaceutically-acceptable salt thereof, with the additional provisos tiiat, 
when R" represents H, r^resents phenyl and: 

(a) R^ represoits H, then does not represent 2-pyridyl, or 3-bromo-, 
5 3,4-dimethoxy- or 2-hydroxy-5-bromophenyl; and 

(b) R^ represents methyl, then R^ does not represent 4-methoxyphenyL 

30. A use as claimed in any one of Claims 1 to 25 wherein the 
lipoxygenase is 15-lipoxygenase. 

10 

31. A use as claimed in any one of Claims 1 to 25 or 30, wherein the 
disease is inflammation and/or has an inflammatoiy coniponait. 

32. A use as claimed in Claim 31 wherein the inflammatory disease is 
15 asthma, chronic obstructive puhnonary disease (COPD), pulmonary 

fibrosis, allergic disorders, rhinitis, inflammatoiy bowel disease, ulcers, 
inflammatory pain, fever, atherosclerosis, coronary artery disease, 
vasculitis, pancreatitis, arthritis, osteoarthritis, rheumatoid arthritis, 
conjunctivitis, iritis, scleritis, uveitis, wound healing, dermatitis, eczema, 
20 psoriasis, stroke, diabetes, autoimmune diseases, Alzheimer's disease, 
multiple sclerosis, sarcoidosis, Hodgkin's disease or another maligDancjr. 

33 . Amethod of treatment of a disease in which inhibition of the activity 
of a lipoxygenase is desired and/or required, which method comprises 

25 administration of a therapeutically effective amouiit of a compound of 
formula I as defined in. any one of Claims 1 to 29, or a pharmaceutically- 
acc^table salt thereof, to a patient suffering fi'om, or susceptible to, such a 
condition. 

30 34. A combination product comprising: 
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(A) a compound of formula I, as defined in any one of Claims 1 to 29, or 
a phannaceuticall3'-acceptable salt thereof; and 

(B) another therapeutic agent that is useful in the treatment of 
inflammation, 

5 wherein each of components (A) and (B) is formulated in admixture with a 
phannaceutically-acceptable adjuvant, diluent or carrier. 

35. A pharmaceutical formulation including a compound of formula I as 
defined in any one of Claims 1 to 29, or a pharmaceutically-acceptable salt 

10 thereof^ another therapeutic agent that is useful in the treatment of 
inflammation, and a pharmaceutically-acceptable adjuvant, diluent or 
carrier. 

36. A kit of parts comprising components: 

15 (a) a pharmaceutical formulation including a compound of formula I as 
defined in any one of Claims 1 to 29, or a pharmaceutically- 
acceptable salt thereof in admixture with a pharmaceutically- 
acceptable adjuvant, diluent or carrier; and 
(b) a pharmaceutical formulation including another therapeutic agent 
20 that is useful in the treatment of inflammation in admixture with a 

pharmaceutically-acceptable adjuvant, diluent or carrier, 
.which components (a) and (b) are each provided in a form that is suitable 
for administration in conjunction with the other. 

25 37. A process for the preparation pf a compound as defined in Claim 29, 
which comprises: 

(i) reaction of a compound of formula II, 

O 
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wherein is as defined in Claim 1, or an acid addition salt thereof, witia a 
compoimd of formula III, 

O 

wherein the squiggly bond, R^, R^ and R"^ are as defined in Claim 1; 
5 (ii) reaction of a compound of formula IV, 

O 

wha-ein is as dejBned in Claim 1 with a compound of formula V, 



R2 

wherein the squiggly bonds, R^, R^ and R"^ are as defined in Claim 1; 
10 (iii) reaction of a compound of formula VI, 

O O 

wherein is as defined in Claim 1 with a compound of formula V as 
defined above; 

(iv) ring opening of a compound of formula VH, 



N 



VII 



RS-" N 

0R4 

wherein K\ R^ R^ and R" are as defined in Claim 1;. 
(v) reaction of a compound of formula Vm, 



15 

>1 E)2 T>3 J -nA 
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R2 



wherein the squiggly bond, R\ R- and are as defined in Claim 1 with a 
compound of foraiula DC, 

R^ONH2 IX 
5 wherein R"^ is as defined in Claim 1, or ail acid addition salt thereof; 

(vi) for compounds of formula I in which R"^ represents optionally 
substituted Cue alkyl, reaction of a corresponding compound of fomiuia I in 
which R"* represents H with a compound of formula X, 

R^^^ X 
10 wherein is a suitable leaving group and R^ is Ci^ alkyl optionally 
substituted by one or more substituents selected firom halo, Ci^ alkyl, 
cyano, -NOj, -ONO2, -N(R^^)R^^ -OR^^ =0, aiyl or heteroaryl; or 

(vii) reaction of a compound of formula XI, 

R^L^ XI 
15 wherein L" is a suitable leaving group and R^ is as defined in Claim 1 with a 
compoimd of formula V £is defined above in the presoice of carbon 
monoxide or another suitable CO source. 
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